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Note to Reader
September 9, 1998

Background: As part of its effort to involve the public in the implementation of
the Food Quality Protection Act of 1996 (FQPA), which is designed to ensure
that the United States continues to have the safest and most abundant food
supply, EPA is undertaking an effort to open public dockets on the
organophosphate pesticides. These dockets will make available to all interested
parties documents that were developed as part of the U.S. Environmental
Protection Agency’s process for making reregistration eligibility decisions and
tolerance reassessments consistent with FQPA. The dockets include preliminary
health assessments and, where available, ecological risk assessments conducted
by EPA, rebuttals or corrections to the risk assessments submitted by chemical
registrants, and the Agency’s response to the registrants’ submissions.

The analyses contained in this docket are preliminary in nature and represent the
information available to EPA at the time they were prepared. Additional
information may have been submitted to EPA which has not yet been
incorporated into these analyses, and registrants or others may be developing
relevant information. It’s common and appropriate that new information and
analyses will be used to revise and refine the evaluations contained in these
dockets to make them more comprehensive and realistic. The Agency cautions
against premature conclusions based on these preliminary assessments and
against any use of information contained in these documents out of their full
context. Throughout this process, if unacceptable risks are identified, EPA will
act to reduce or eliminate the risks.

There is a 60 day comment period in which the public and all interested parties

are invited to submit comments on the information in this docket. Comments
should directly relate to this organophosphate and to the information and issues
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available in the information in this docket. Once the comment period closes,
EPA will review all comments and revise the risk assessments, as necessary.
These preliminary risk assessments represent an early stage in the process by
which EPA is evaluating the regulatory requirements applicable to existing
pesticides. Through this opportunity for notice and comment, the Agency hopes
to advance the openness and scientific soundness underpinning its decisions.
This process is designed to assure that America continues to enjoy the safest and
most abundant food supply. Through implementation of EPA’s tolerance
reassessment program under the Food Quality Protection Act, the food supply
will become even safer. Leading health experts recommend that all people eat a
wide variety of foods, including at least five servings of fruits and vegetables a
day.

Note: This sheet is provided to help the reader understand how refined and
developed the pesticide file is as of the date prepared, what if any changes have
occurred recently, and what new information, if any, is expected to be included
in the analysis before decisions are made. It is not meant to be a summary of
all current information regarding the chemical. Rather, the sheet provides
some context to better understand the substantive material in the docket ( RED
chapters, registrant rebuttals, Agency responses to rebuttals, etc.) for this
pesticide.

Further, in some cases, differences may be noted between the RED chapters and
the Agency’s comprehensive reports on the hazard identification information and
safety factors for all organophosphates. In these cases, information in the
comprehensive reports is the most current and will, barring the submission of
more data that the Agency finds useful, be used in the risk assessments.

ck Housenger, ActingDirector
Special Review and Reregistration
Division
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MEMORANDUM

SUBJECT: NALED - ADDENDUM -FQPA REQUIREMENT - Report of the Hazard
Identification Assessment Review Committee.

FROM: Jess Rowland A“-"D Gt lag
Executive Secretary,

Hazard Identification Assessment Review Committee
Health Effects Division (7509C)
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THROUGH: Melba Morrow,
Acting Chairman, Hazard Identification Assessment Review Committee
Health Effects Division (7509C)

TO: Karen Whitby ,
Chief, Risk Characterization & Analysis Branch, Health Effects Division (7509C)
PC Code: 034401

BACKGROUND: On February 3, 1998, the Health Effects Division's Hazard Identification

Assessment Review Committee met to re-assess the FQPA requirement for Naled. The
Committee's decisions are summarized below.
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[. INTRODUCTION

On September 2. 1997, the Health Effects Division's Hazard Identification Assessment Review
Committee (HIARC) determined that the 10 x factor to account for enhanced sensitivity of infants and

children (as required by FQPA) should be retained to ensure protection from exposure to Naled for the
following reasons:

(1) In an acute delayed neurotoxicity study in hens, a single oral dose (42 mg/kg/day) caused
deaths, clinical signs indicative of neurotoxicity, inhibition of brain cholinesterase
activity (50%) and axonal degeneration of the spinal cord. There was concern for
potential to induce adverse effects in the functional neurologic development of the fetus
based on the severity of the effects seen in the brain and the spinal cord after a single
dose.;

(1)  Cholinesterase activity was not determined in either the acute or the subchronic
neurotoxicity studies in rats or in the developmental and reproduction studies. For Naled.
inhibition of cholinesterase activity is considered to be the primary effect or the critica!
endpoint. Since this endpoint is not measured in the developmental and reproduction
studies (although not required by the Subdivision F Guidelines), it was not possible with
the available data to determined any possible increased susceptibility between adults and
offspring.

(iti) A subchronic neurotoxicity study (28/90-day) in hens was considered to be a data gap
because of the effects seen in the acute delayed neurotoxicity study and data from this
study will assist in determining the need for a developmental neurotoxicity study in rats.

Since the September 2, 1997 meeting, HED located the review of a 28-day study in hens. Also, the
Agency has received a rebuttal from the Registrant on the HIARC review of Naled.

On February 3, 1998, the HIARC met to evaluate the 28-day study in hens, re-assess the FQPA factor in
light of that study and address the concerns raised by the Registrant in their rebuttal. The Committee’s
conclusions are presented below:

I. Evaluation of the 28-Day Study:  (MRID No. 43223902)

Groups of laying hens (14/dose) received oral administrations of Naled (91.7%) at dose levels of 0, 0.4,
2.0 or 4.0 mg/kg/day for 28 days. Minimal transient body weight decrease was seen in hens at 4.0
mg/kg/day. Brain cholinesterase activity was significantly decreased at 2 mg/kg/day (29% of control)
and at 4 mg/kg/day (49% of control). No treatment-related clinical evidence of neurotoxicity or delayed
neuropathy was observed. The NOEL was 0.4 mg/kg/flay and the LOEL, based on brain cholinesterase
inhibition, was 2.9 mg/kg/day.



[11. Determination of Developmental Neurotoxicity Study

The Committee determined that, based on a weight-of-the-evidence review of the available data, a
developmental neurotoxicity study with Naled in rats is not required at this time. The following
information was considered in arriving at this decision.

. No evidence of abnormalities in the development of the fetal nervous system, were
observed in the prenatal developmental toxicity studies in either rats or rabbits, at
maternally toxic oral doses up to 40 or 8 mg/kg/day, respectively. No clinical
evidence of behavioral alterations was observed in pups from the two-generation
reproduction study in rats.

a Neither brain weight nor histopathology (nonperfused) of the nervous system were
affected by treatment in the subchronic and chronic toxicity studies examined.

L Although Naled is a neurotoxic chemical with occurrence of inhibition of plasma,
erythrocyte and brain cholinesterase in various species (mouse, rat, rabbit, dog) . acute
and subchronic neurotoxicity studies in rats did not identify brain weight changes or
neuropathological lesions.

IV. Re-assessment of FOPA Factor

The Committee determined that the 10 x factor factor to account for enhanced sensitivity of infants and
children (as required by FQPA) should be removed. The FQPA factor is removed based on the
following factors:.

(1) Developmental toxicity studies showed no increased sensitivity in fetuses as compared to
maternal animals following in utero exposures in rats and rabbits.

(1) A two generation reproduction toxicity study in rats showed no increased sensitivity in
pups when compared to adults.

(ili)  The toxicology data base is complete and there are no data gaps for the assessment of
hazard to infants and children.

1. Asmzllmw_&ls_k_AmssmgnL The Committee determined that a MOE of 100 is

adgquate for the protection of the U.S. General Population including infants and children
from acute exposure to Naled.
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Chronic Dietary Risk Assessment: The Committee determir xd that an U of 100 ¢
adequate for the protection of the U.S. General Population including infants and children
from chronic exposure to Naled. Based on the UF of 100 (10 x for inter-species and 190 x
for-intra-species variations), the Reference Dose (RfD) is revised as follows:

[

Revised RfD = 0.2 mg/kg/day (NOELY=  0.002 mg/kg/day
100 (UF)
3. Occupational/Residential Risk Assessments. The Committee determined that a MOE of

100 is adequate for the protection of the U.S. General Population including infants and
children from occupational/residential exposures to Naled.

VI. Toxicology Endpoints Selected for Risk Assessments

The doses and endpoints for acute and chronic dietary as well as occupational/residential
exposure risk assessments are tabulated below. The reader is refered to the RfD/Peer Review
report and the Toxicology Endpoint Selection Documents for Executive Summaries and
rationales employed in selecting the doses and endpoints for the various risk assessments.

EXPOSURE DOSE ENDPOINT STUDY MOE
SCENARIO (mg/kg/day). REQUIRED
Acute Dietary NOEL=1.0 cholinergic signs and 28-Day Oral - 100
plasma and brain Toxicity :
cholinesterase inhibition
Chronic Dietary NOEL=0.2 Inhibition of brain 2-year Chronic 100
cholinesterase activity toxicity - Rat
Revised RfD = 0.002 mg/kg/day
Short-Term NOEL=1.0 Plasma, RBC and brain 28-Day 100
(Dermal) cholinesterase inhibition Dermal - Rat
Intermediate-Term NOEL=1.0 Plasma, RBC and brain 28-Day 100
(Dermal) : cholinesterase inhibition Dermal - Rat
Long-Term Oral Inhibition of brain 2-Year _ 100
(Dermaly NOEL=0.2 cholinesterase activity Chronic -Rat
Inhalation NOEL=0.50* | Plasma and RBC 90-Day 100
(Any time period) cholinesterase inhibition | Inhalation-Rat

a =Since an oral NOEL is selected, appropriate route-to-route extrapolation should be done. The dermal
exposure component (mg/kg/day), using a 100% dermal absorption factor, should be converted to an equivalent
oral dose, and this dos¢ should then be compared with the oral NOEL.

) :
b= The dose presented is a converted dose (i.e., the NOEL in mg/L is converted to mg/kg/day). So the
inhalation exposure should be compared to the NOEL presented.
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